The optimal treatment of young patients with essential thrombocythemia (ET) at high risk of thrombohemorrhagic complications is uncertain. Storen and Tefferi 1 recently reported on the long-term use of anagrelide, a platelet-lowering agent without myelosuppressive activity. In a population of 35 young ET patients (median age, 38 years; range, 17-48 years) followed for a median of 10.8 years (range, 7-15 years), rates of 20% for thrombosis, 20% for major bleeding, and 24% for anemia were observed. Hydroxyurea (HU) may be a more effective agent, because a significant reduction in the incidence of thrombotic complications was demonstrated in a randomized clinical trial including ET patients of all ages. 2
There are theoretic reasons to support the superiority of HU as an antithrombotic drug, besides its platelet-lowering effect. As a general myelosuppressive agent, HU also affects polymorphonuclear leukocytes (PMNs) and red blood cells counts, and there is growing evidence in the literature that these cells play a major role in the pathogenesis of thrombosis, also in ET patients. 3 Further data come from the widespread use of HU in children with sickle cell disease to reduce the frequency of vaso-occlusive events. Recent works indicate that the clinical efficacy of the drug in this setting is related to the correction of abnormal interactions between PMNs and vascular endothelium, thus preventing reduced blood flow, microvascular occlusion, and vascular damage. 4 Interestingly, after more than 10 years of use, no leukemia has been related to HU treatment in these children.
Randomized clinical trials are needed to accurately compare the efficacy and toxicity of platelet-lowering agents in ET. However, it is foreseen that these studies will give reliable information mainly on short-term clinical end points, such as drug toxicity and early vascular complications. Long-term outcomes, such as leukemogenesis, can hardly be evaluated in randomized trials and remain to be investigated in appropriate cohort studies such as those reported herein. To date, our long-term results support the use of HU also for younger patients with ET, if they carry a high risk of lifethreatening thrombohemorrhagic complications due to a previous thrombotic history or persistent very high platelet count. 
